Objective of the present study is to search drug candidates suitable for this system and to find a role of each component in this system on its skin penetration enhancing effect. In this experiments, nine acidic, basic or neutral drugs having different lipophilicities were used. IPM alone and 10% ethanol/IPM (EI system) were selected as vehicles in addition to the LEI system, and an inert vehicle, silicone fluid was also used as a control vehicle. In vitro permeations of these drugs from the vehicles were measured using excised hairless rat skin, and steady-state flux through the skin was obtained for each combination of a drug and a vehicle. Dependency of the flux ratios from the vehicles with and without an additive was evaluated against solubility parameters of the drugs.
Experimental
(1 Table 1 Table   2 . Fig. 1a , b and c illustrate the flux ratio from IPM alone/silicone fluid, EI system/IPM alone and LEI system/EI system, respectively, against the solubility parameter of each drug.
Every drug flux from IPM was higher with that from silicone fluid (Table 2 and Fig. 1a) (from 2.1 times for ISDN to 16.7 times for ANP), whereas the P values were lower for most drugs (Table 2 ) . This is due to much (Fig. 1a) , although the ratio may have a tendency to decrease with increase in the parameter. The drug fluxes from the EI system were increased about 20-7,000 folds compared to silicone fluid ( To elucidate the effect of ethanol, the flux ratio of the drugs between IPM vehicles with and without ethanol was calculated,and dependency of the ratio against their solubility parameters was evaluated (Fig. 1b) . Addition of ethanol into IPM increased the flux ratio of drugs having a similar solubility parameter to ethanol (12.5(cal/cm3)1/2) to represent a bellshaped curve. Since skin permeation of ethanol from the EI system was very rapid(ca. 60 mg/ cm2/hr), great amount of ethanol must be contained in the skin barrier. Ethanol flux(i.e. cotransport or solvent drag) and its solubilizing effect against the drugs in vehicle and skin are thus closely related to its skin penetrationenhancing effect. 
